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28156761 PM D: 18844497 

Serum i nterl euki n 6 ( I L- 6) and C- reactive protein ( CRP) 
levels in colorectal adenoma and cancer patients. 

Q-oblewska l\/kgdal ena; M-oczko Barbara; V^^reszczynska- Si erri at kowska 
Urszula; Kedra BogusI aw; Lukaszevu cz l\^rta; Bani uki evu cz Andrzej ; 
Szrri t kowski l\/bci ej 

Department of Bi ocherri cal Diagnostics, l\^di cal University, Bialystok, 
Pol and. 

a i ni cal cherristry and laboratory rredi ci ne - CCLM / FESCC ( C^r rrany) 
2008, 46 ( 10) p1423-8, I SSN 1434- 6621 - - Pr i nt Journal Code: 9806306 

Publ I shI ng IVbdel Pr I nt 
Docun^nt type: Journal /\rticle 
Languages: ENGLISH 
IVbi n Q t at i on OMier : NLM 
Record type: In Process 

BACKGROUND: Colorectal cancer is one of the rrost conrron cancers of 
the gastrointestinal tract and the fourth cause of cancer death in 
the world. It has been shovwi that local chronic i nf I arrrrat i on rray lead to 
colorectal carcinogenesis via adenomatous polyps. I nt er I euki n- 6 and 
& reactive protein are bion^rkers of i nf I ammt i on and indicators of the 
i nmine response to tunnrs. IVETHCDS: Serum levels of i nt er I euki n- 6, 
car ci noentir yoni c antigen and carbohydrate antigen 19-9 were det er nri ned 
using i nminoenzyn^t i c assays, and & reactive protein concentrations by 
i nminot ur bi di rret r i c kits in 76 colorectal cancer patients before 
surgery, in 38 colorectal adenorra patients and in 35 healthy controls. 
RESULTS: Serum levels of i nt er I euki n- 6, C- reactive protein and 
card noentr yoni c antigen were significantly higher in cancer patients 
when conpared to adenorra patients and healthy subjects, and increased in 
msre advanced stages of disease and in patients with non- r esect abl e turrors. 
Based on Cox's analysis, the elevated preoperative serum level of 
& reactive protein v\as an independent significant prognostic factor for 
patients' survival. GCNCLUSI CNS: Oir findings suggest t lie usefulness of 
i nt er I euki n- 6 in the diagnosis of colorectal cancer patients and 
C- reactive protein i n t he survival prognosis. 
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Ftel at i onshi p of obesity and visceral adiposity vm t h serum concent rat i ons 
of CRP, TNF- al pha and I L- 6. 

Park Hye Soon; Park Jung Yul ; Yu Rl na 

Depart n^nt of Fani I y IVbdi ci ne, Asan l\^di cal Center, University of J san 
College of IVbdi ci ne, 388- 1 Pungnap- dong, Songpa-gu, Seoul 138-736, South 
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D abet es research and clinical practice (Ireland) Jul 2005. 69 ( 1) 
p29-35, I SSN 0168-8227-- Pri nt Journal Code: 8508335 
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Ftecord type: IVEDLI NE; Corrpl et ed 

CBJECTIVE: To investigate the relationship between ser um concent r at i ons 
of the cytokines C- reactive protein (CRP), t urror necrosis factor 
(TNF) -alpha, and interleukin ( I L) - 6, and obesity and visceral adiposity. 
IVETHCDS: A cr oss- sect i onal study of 100 Korean adults free from 
pre-existing i nf I anrrat or y disease or cancer vras perforrred. Body mass 
index ( BM ) , waist ci r cuni er ence, and ser um concent r at i ons of CRP, 
TNF- al pha and I L- 6 were n^asured. In 46 obese subjects, fat mass was 
assessed by bi oi npedance anal ysi s and abdoni nal fat di st r i but i on was 
determined by computerized torrography scan. RESULTS: O/erall, serum 
concentrations of CRP, TNF- al pha and I L- 6 were significantly 
correlated with weight, BM , waist ci r cun^ er ence, hip ci r cuni er ence, and 
wai St - hi p rat i o. In obese subj ect s, CRP and I L- 6 were si gni f i cant I y 
correlated with BM , waist circumference and visceral adipose tissue. 
MjI t i pi e regression analysis showed that CRP was significantly 
associ at ed wi t h BM , wher eas I L- 6 was si gni f i cant I y r el at ed vm t h vi seer al 
adiposity in obese subjects. CCNCLUSI CNS: The positive associations of 
obesity and visceral adiposity vu t h elevated cytokine levels suggest the 
irrportance of reducing obesity and visceral adiposity to prevent elevations 
i n cyt oki ne I evel s. 
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Serum I L- 6, TNFal pha and CRP I evel s i n Q-eek col orectal 
cancer patients: prognostic i npl i cat i ons. 

N l<i t eas N kol aos ' ■ - " '-' - 

Dani i I i di s Kessari s; 

2nd Propedeutic Depart ment of Surgery, School of l^di ci ne, University of 
At liens, Athens 11527, Q-eece. nnkit@rBd.uoa.gr 
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Docurrent type: Journal Article 
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AIM The significance of preoperative serum I L- 6, TNFal pha and CRP 
levels in the progression of colorectal cancer ( CRC) has not been 
f ul I y el uci dat ed. Qjr i nt ent i on v\as t o i nvest i gat e t hei r rol e and i dent i f y 
their prognostic significance. K/ETHCDS: The I L- 6, TNFal pha and CRP 
levels were n^asured in 74 CRC pat i ent s and t he relationships between their 
elevations and both the cl i ni copat hoi ogi cal factors and prognosis of 
patients were investigated. Serum concent rat i ons of hunsn I L- 6 and TNFal pha 
wsre det erni ned by enzyn^- 1 i nked i rmunosor bent assay ( ELI SA) . CRP was 
Measured by an i nminot ur bi non^t r i c mst hod. RESULTS: lUfedi an I L- 6, TNFal pha 
and CRP I evel s were si gni f i cant I y hi gher i n CF!C pat i ent s t han i n 
norn^l controls. High levels of serum I L- 6, TNFal pha and CRP wer e 
correlated with larger t unnr size. Furthernnre, high I L- 6 and high 
CRP levels were associated with reduced overall survival. CCNCLUSI CM: 
Serum IL-6, TNFal pha and CRP levels definitely increase in CRC 
patients. Pre- operat i ve serum elevation of IL-6 and CRP was thus 
found to be predictor of the prognosis of CRC patients. The clinical value 
of TNFal pha in CRC needs to be further investigated. 
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C- reactive protein as a prognostic variable that reflects uncontrolled 
up- r egul at i on of the IL-1-IL-6 network syst em i n colorectal 

M ki Chi kao: Koni shi Nboni ; Q i rra Ei ki ; Hat ada Tsuyoshi ; I noue Yasuhi ro; 
Kusunoki Mis at o 

Second Depart n^nt of Surgery, Me University School of IVfedi ci ne. Me, 

D gest i ve diseases and sciences (United States) Jun 2004, 49 (6) 
p970-6, I SSN 01 63- 21 16-- Pri nt Journal Code: 7902782 
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Up- r egul at i on of the IL-1-IL-6 network st i nxil at es syst eni c expression of 
C- reactive protein (CRP). This cytokine network syst em pi ays a 
pivotal role in inducing angiogenic growth factors in intestinal nucosa. 
Serum CRP level and tissue concentrations of cytokines in colorectal 
cancer patients were deterrrined and an in vitro model was enpl oyed to 
det erni ne t he t i rrB cour se of i nduct i on of I L- 6 i n Caco- 2 eel I s. I ncr eased 
serum CRP was associated with recurrent disease and shorter survival 
t i n^. Intense surgical stress and the presence of an acute phase react ant 
were independently associated with over expr essi on of I L- 6 i n t he t umar . 
Enhanced IL-6 protein expression in Caco- 2 cells induced by the initial 
treatn^nt with IL-lbeta or I i popol ysacchar i de could be abrogated by 
additional pr esuppi errsnt at i on of IL-lra. The presence of an acute phase 
react ant reflects uncontrolled up- r egul at i on of the local IL-1-IL-6 network 
system in the tumor , wlii ch may enhance the survival and proliferation of 
rermant cancer cells after tumor resection. 

2/ 3, AB^ 5 

□ ALOG( F9 Fi I e 155: K/EDLI NE( R) 

(c) format only 2008 Dialog. All rts. reserv. 

15552321 PM D: 14654926 

Associ at i on of ser um I L- 6 I evel s wi t h conpr ehensi ve ger i at r i c 
assessn^nt variables in a population of elderly cancer patients. 

IVbnt ovani Q ovanni ; IVbdeddu Q el i a; Q-arri gnano Q ul i a; Ferrel i Luca; 
IVbssa Elena; Cont u Paolo; Serpe Ftoberto 

Department of K^di cal Chcol ogy. University of Cagliari, Italy. 
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The primary ai m of this study was to find v\*iet her any association exists 
between serum levels of pr oi nf I anrrat or y cytokines, mainly I L- 6, and the 
mast inportant conpr ehensi ve geriatric assessment (CG/K) variables such as 
functional status, cognitive functions and nutrition in a population of 
elderly cancer patients. The secondary ai rrs \Aere to find whether any 
difference existed between: i) age groups, ii) perforrmnce status scores, 
iii) patients who had lost weight versus those wlio had not. Eighty- four 
elderly patients vu t h advanced cancer were included i n t he study 
(stage III 15.4% and st age I V 72. 6% . Ser um I evel s of I L- 6 and CRP 
were significantly higher in elderly than i n t he other adult cancer 
patients. Arrong the OG'V variables investigated, the rrost affected were 
functional status assessed by I ADL, cognitive functions by MVBE and 
nut r i t i on. The EOOG PS was shown t o be si gni f i cant I y associ at ed wi t h al I 
the di n^nsi ons of CG^ i n vest i gat ed: poor PS ( >/ =2) cor r esponded t o sever e 
di sabi I i t i es. As f or t he r el at i onshi p of ser um I L- 6 wi t h CG^ var i abl es, t he 
strongest correlations were between I L- 6 and functional status assessed by 
both Katz ADL ( p=0. 0003) , I ADL ( p=0. 0070) and nutrition (p=0. 0013). 
Moreover, we observed an association, although not statistically 
si gni f i cant , bet ween f unct i onal di sabi I i t y ( ADL and I ADL) and hi gh I L- 6 
levels in individuals with weight loss. I L- 6 levels seem to be 
i ndependent I y associ at ed wi t h al I CGfK var i abl es i nvest i gat ed i n t he pr esent 
study in a population of elderly cancer patients. Because the rrcst 
inportant CGA variables, in particular functional status, have been 
observed to be strongly associated with survival, the present study, 
confirning our previously reported ones, suggests that I L- 6 rray be a 
reliable rrarker of disease outcome and supports the feasibility of using 
I L- 6 as a sensitive out corre rmrker in studies based on novel approaches 
ai tri ng at rrcdifying age- and cancer - r el at ed biologic rrechani srrE. 
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I SSN 1047-2797-- Pri nt Journal Code: 9100013 
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PUFPCSE: To exarri ne the relationship between different n^asuresof 
adiposity as predictors of G reactive protein ( CFP) and i nt er I euki n- 6 
(IL-6) levels. IVETHCDS: A cr oss- sect i onal study of 733 won^n free from 
preexi st i ng cardi ovascul ar di sease or cancer at basel i ne. 
IVEASUFEIVENTS: Total adiposity, as rrsasured by body rrass index ( BM ) . 
/\bdoni nal adiposity, as rreasured by vrai st ci r cuni er ence ( WC) and vrai st / hi p 
ratio (V\HR). High sensi t i vi t y CHP I evel s and I L- 6 I evel s. RESULTS: 
BM , V\HR and VC wer e al I si gni f i cant I y cor r el at ed wi t h CRP and I L- 6, 
throughout the ant hr opon^t r i c spectrum After adj ust rrent for risk factors, 
the odds ratios (CFte) were 12.2 ( 95% CI , 6.44-23.0) for elevated CRP 
(>/=75th percentile) and 4.13 (95% CI, 2.37-7.18) for el evat ed I L- 6 
( >/ =75t h percentile) in conparisons of extreriB BM quartiles. fivrrong vjorren 
in t he hi ghest VC quart i I e, t he CR f or el evat ed CRP and I L- 6 vrere 
8.57 (95% CI, 4.59-16.0) and 4. 40 ( 95%3I , 2.46-7.89). whi I e CRs f or the 
highest V\HR quartile were 2.88 (95% CI, 1.60-5.19) and 1 . 76 ( 95% CI , 
1.03-3.01), respectively. Conpared with lean nonusers, warren i n t he highest 
BM quartile who did not use hor mane therapy ( HT) had an CR f or elevated 
CRP of 7.79 (95% CI, 2.08-29.2) vs. 31.6 (95%a, 7.97- 125.6) for 
current hor ncne users. CCNCLUSI OSB: Indices of both total and abdoni nal 
adiposity were strongly associated with significant increased levels of 
CRP and IL-6. This association was evident across the entire spectrum 
of BM . 



2/ 3, AE' 7 
DI ALOG( Fi I e 155: N/EDLI NE( 



10/614481 09/07/2006 



(c) forrrat only 2008 D al og. All rts. reserv. 

13552360 PM D: 10769674 

TNF alpha, I L- 1 beta and I L- 6 production by peripheral blood 
niDnocyt es in patients vm t h renal cell carcinoma. 

Ikerroto S; Sugi nura K; Yoshi da N; V6da S; Yamarrot o K; Kishirtuto T 

[3epartrrBnt of Urology, Cbaka Qty University l^di cal School, Japan. 

Anticancer research ( GREECE) Jan- Feb 2000, 20 (1A) p317-21, ISSN 
0250- 7005- - Pri nt Journal Code: 8102988 
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Renal cell carcinoma ( R(X) has been shovwi to be i rmunol ogi cal I y more 
I abi I e t han ot her t ypes of cancer . I n t hi s st udy, we exarri ned t urror 
necrosis factor alpha (TNF alpha), i nt er I euki n- 1 beta ( I L- 1 beta) and 
i nt er I euki n- 6 ( I L- 6) production of peripheral blood rronocyt es in 38 RCC 
patients. IVbnocyt es were isolated f r om per i pher al blood mononuclear cells 
by adherence to a plastic dish and cultured with I i pope! ysacchar i de for 24 
hours. The culture supernatant v\as obtained, and the production of TNF 
alpha, I L- 1 beta and I L- 6 was n^asured by ELI SA. As a result, TNF alpha and 
I L- 1 bet a pr oduct i on was si gni f i cant I y hi gher in t he hi gh st age pat i enf s 
conpared t o t he control subjects and I ow st age patients. Wien the patients 
were divided according to ser um 0- react i ve protein ( CRP) , TNF al pha, 
I L- 1 bet a and I L- 6 pr oduct i on was si gni f i cant I y hi gher i n t he CRP 
-positive patients corrpared to the control subjects and the CFP 
-negative patients. O/erexpressi on of these cytokines rmy therefore induce 
a hyper rret abol i c status that rmy be a cause of rml nut r i t i on and 
cancer cachexi a. 
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Effect of IL-6 elevation in rral i gnant pleural effusion on 
hyper f i br i nogenerri a i n I ung cancer pat i ent s. 

Yan^guchi T; Ki mira H; Yokot a S; Yarrarrot o Y; Hashirroto T; Nakagawa M I to 

IVt Cgura T 

Depart rrent of Internal l\^di ci ne, Toneyarm National hHospital, C&aka, 
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BACKGROUND: The i nvol verrsnt s of i nt er I euki n- 6 (IL-6) and fibrinogen in 
cancer devel oprrent were elucidated independently, irrespective of 
I L- 6 act i vi t y to i nduce f i br i nogen. Thi s st udy was undert aken to cl ar i f y 
t he cl i ni copat hoi ogi cal associ at i on of t hese rml ecul es i n I ung cancer 
pat i ent s wi t h rral i gnant pi eur i sy . IVETHCDS: IL-6, f i br i nogen and t he r el at ed 
htdI ecul es in blood and pleural effusion of 38 patients vrere assayed at 
3- day intervals. RESULTS: IL-6 levels vrere elevated in sera of 27 cases 
( 71. 1°/^ and i n al I t he ef f usi ons wi t h rrsan val ues of 20. 5 and 9970. 5 pg/ nt , 
respectively. Their correlation in 22 cases who vrere exani ned on the san^ 
day was st at i st i cal I y st rong ( r = 0. 902, p < 0. 0001) . Ctcasi onal el evat i ons 
of t umar necrosis fact or -alpha were independent of IL-6 elevation. Levels 
of pi asn^ fibrinogen, fibrin(ogen) degradation products ( FDP) and 
G- r eact i ve pr ot ei n ( CRP ) wer e rror e f r equent I y el evat ed i n t he 
I L- 6- el evat ed cases than those without IL-6 elevation. I n al I pleural 
effusions, fibrinogen levels were significantly decreased to <150 mg/ dl 
wi t h I ar ge el evat i ons of FDP I evel . I nminocyt ol ogi cal I y, IL-6 was det ect ed 
in cancer cells in 16 cases of adenocar ci norra in addition to host 
pleural cells, but its cellular posi t i vi t y was not reflected in the IL-6 
level in each pleural effusion. OCNCLUSI CN: Conpared with lung cancer 
patients without n^l i gnant pleurisy, IL-6, fibrinogen, FDP and CRP 
levels in patients with n^l i gnant pleurisy were increased mare frequently 
in their per i pher al bl ood. These wer e basi cal I y at t r i but ed t o syst erri c 
leakage of IL-6 from the affected pleural cavity, in v\lii ch pi asn^ 
fibrinogen induced in response to serum IL-6 was exudated and degraded 
predorri nant I y t o FDP. 
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CRP, TISF-alpha, IL-Ira, IL-6, I L- 8 and I L- 10 i n bl ood 
serum of colorectal cancer patients. 
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Pathology oncology research - PGR ( HUNGARY) 2000, 6 (1) p38-41, 
I SSN 1219-4956-- Pri nt Journal Code: 9706087 
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Languages: ENGLISH 
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Blood serum cytokines: TNFal pha, IL-Ira, IL-6, I L- 8, IL-IOaswell as 
CRP wer e i nvest i gat ed i n pat i ent s wi t h col or ect al cancer , pr i or 
treatn^nt and 1, 10 and 42 days after surgery. There was an increase of the 
levels of CRP, IL-6 and IL-10 in rtDst patients 24 hours after 
surgery. The I evel s of IL-Ira were el evat ed in pat i ent s in st age C and i n 
several patients in stage B of t he disease and there was a decrease of 
circulating TNFal pha in stage B patients. Ch day 10 and 42 after surgery, 
the levels of cytokines followed various patterns. 
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A maj or 11 ni t at i on on t he t herapeut i c use of cyt oki ne ant agoni st s is t hat 
the annunt of cytokine to be neutralized in vivo is not presently known. V6 
previously reported that ant i - i nt er I euki n- 6 (IL-6) rrunocl onal antibody 
( IVbAb) adninistered to a patient with mjl t i pi e rryel oma ( MV) induced high 
amaunt s of IL-6 to ci r cul at e i n t he f or m of rrDnon^ric i nrrune corrpI exes. 
Based on this observation, the present study developed a new rret hodol ogy to 
est i n^t e daily IL-6 production i n 13 patients with IVM or renal cancer 
who received ant i - I L- 6 IVb/\b. Treatrrsnt was considered effective when the 
production of C- reactive protein (CRP) vras inhibited. The production 
of this acut e- phase protein by hepat ocyt es is dependent on the activation 
of IL-6 gp130 transducer. Inhibition of t urror pr ol i f er at i on was al so 
evaluated in patients with MVl In 7 of 13 patients whose CRP 
production vras conpl et el y inhibited (> 96°/^ and who shovred son^ antitumDral 
effects, whol e- body IL-6 production in vivo vras less than 18 ni cr ogr ams/ d 
(n^dian, 5.7 nicrogramE/d; range, 0.5 to 17.5 ni cr ogr ams/ d) . I n t he other 6 
patients, subtotal inhibition of CRP production and a lack of 
antitumaral response vrere associated with high IL-6 production ( n^di an, 180 
ni cr ogr an^/ d; range, 18 to 358 ni cr ogr arrs/ d) . These in vivo observations 
were consistent with rrst herrat i cal rrodel i ng t hat pr edi ct ed t hat ant i - I L- 6 
IVbAb t r eat n^nt wduI d be ef f i ci ent onl y in I ow I L- 6 pr oducer s. These dat a 
i ndi cat e t he di f f i cul t y of neut r al i zi ng IL-6 wi t h a si ngl e ant i - I L- 6 IVb/\b 
in vi vo and cal I f or new st r at egi es t o avoi d accunul at i on of I L- 6 i n t he 
form of stable i nmine conpl exes. 
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6/ Tl , AB/ 1 

Dl ALOG( R) Fi I e 155: (c) f or rrat onl y 2008 D al og. All rts. reserv. 

I nt er I euki n - 6 Is a bet t er pr edi ct or of rrort al i t y as corrpared t o C- 
reactive protein , horrocyst el ne, pent osl dine and advanced 
oxidation protein products in hemDdi al ysi s patients. 

I nf I armnat or y markers predict nnrtality in henfodi al ysi s ( HD) 
patients, whereas a possible association between oxidative stress ( C6) 
n^rkers and survival is less clear. Vfe assessed the i npact on al I - cause 
nnrtality of baseline i nf I anrrat or y [ hi gh- sensi t i vi t y C- reactive 

protein and i nt er I euki n- 6 ( I L- 6 )] and C6 markers 
(advanced oxidation protein products, pent osl dine, homocysteine) in 112 HD 
patients. found no significant correlations between I nf I anrmt or y and CS 

Markers. During the 5.5 years of follow-up, 51 patients died. In a 
Kapl an- IVbi er analysis, the survival rate was reduced In patients vuth 
IL-6 higher than the n^di an ( I L- 6 >4. 2 pg/ n1 ) (log- 
rank = 6. 47; p = 0. 01) , i n di abet i cs ( I og- rank = 12. 26; p = 0. 0005) and i n 
older patients (log- rank =11.22; p = 0.0008). IVbreover, in Cox analysis 
only IL-6 and age were independently associated with mortality. 
V* conci ude t hat i n t hi s gr oup of prevalent Brazi I i an HD pat i ent s, IL 
-6 v\os a better predictor of survival than other I nf I anrmt or y and CS 
Markers. Copyright 2008 S. Karger AQ Basel. 
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Effect of psyllium fiber suppi errant at i on on C- reactive 
protein: the trial to reduce inflamTHtory nBrkers 

PURPCSE: Recent evidence supports a significant association between the 
intake of dietary fiber and levels of inflamTHtory nrarkers. The 
objective of this study vras to det er ni ne whether daily fiber 
suppi errant at i on vroul d reduce levels of inflamratory 
markers . IVETHCDS: This study vras a prospective random zed controlled 
trial at a single university rradi cal center. Participants vrere oversight 
or obese adults with no history of heart disease. The intervention ras 
psyllium suppI ennnt at i on at either 7 or 14 g/ d for 3 rront hs conpared with 
no supplennnts in a control group. The rrai n out corB rsasure ras change in 
level of hi gh- sensi t i vi t y C- reactive protein (hsGRP) 

concentration; secondary out corras included changes in i nt er I euki n- 6 ( 
IL-6) I evel s, f i br i nogen I evel s, and whi t e bl ood eel I ( V\BG) 
count. Protocol conpleters attended at least 2 visits and took more than 
75% of the prescribed fiber dose. RESULTS; In this i nt ent - 1 o- 1 r eat analysis 
(n = 158), there were no significant differences bet v\een either of t he 2 
treatnnnt groups and the control group i n t he amDunt of change in CRP, 
fibrinogen, or IL-6 levels or i n V\BC count ( P>. 05) . I n t he 
analysis of protocol conpleters (n = 132), there also were no significant 
differences between the groups except for a srral I decrease in fibrinogen 
level i n t he hi gh- f i ber group (-6 rvg/ dL [-0.18 nicronxil/L] conpared with 13 
ng/dL [ 0. 38 m cr oncl / L] in the control group, P<. 05) . OCNCLUSI CN: Psyllium 
fiber suppI errant at i on did not significantly reduce CRP I evel s in 
overweight or obese individuals In this trial, and changes in other markers 
were not consistent. Further research is needed to deter nine wliet her other 
fibers or nutrients can reduce i nf I amnnat or y rrarkers. 
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Xuezhi kang, an extract of Cholestin, decreases plasma i nf I arnrat or y 
narkers and endot hel i n- 1 , i nprove exerci se- i nduced i scheni a and 
subjective feelings in patients vu t h cardiac syndrome X. 
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Previous studies liave derronst r at ed that Xuezhi kang, an extract of 
cliol est i n, available from Chinese red yeast rice, could effectively rrodi f y 
lipid profile. The present study was under t aken t o 1 nvest 1 gat e whet her 
Xuezhi kang could rrcdi f y endot hel i n- 1 (ET-1), i nt er I euki n- 6 ( I L- 
6), hi gh- sensi t i vi t y C- reactive protein ( CFP) and 

exerci se- i nduced i scheni a in patients with cardiac syndrorre X ( CSX) . 
Thirty- six patients vu t h CSX were randorrly assigned to 1200 rrg/ d of 
Xuezhi kang or placebo group (n=18 respectively). Blood sarrpl es were dravwi 
at day 0 and day 90 for measuring above parameters. The treadnill exercise 
tests and subjective feelings were also assessed at day 0 and day 90. The 
data showed that Xuezhi kang therapy resulted in significant reductions in 
total cholesterol ( TC, ^9% , I ow- densi t y I i popr ot ei n chol est er ol ( LDL- C) 
{26%, and triglycerides ( TG) corrpared with baseline (16% p<0. 01 
r espect i vel y) . The dat a al so showed t hat Xuezhi kang I ed si gni f i cant I y t o 
reductions in rredi an and I og- CRP levels ( 38% and 44% p<0. 01 respectively), 
IL-6 (20% p<0. 01), and ET-1 (47% p<0. 01) conparedwith 
baseline. The exercise duration, and t i rre to 1 rrni ST- segrtent depression was 
significantly prolonged after Xuezhi kang therapy (9% and 6% p<0. 05 
respectively) acconpani ed by i rrpr overrent of subjective feelings. Data 
suggested that the benefit of Xuezhi kang resulted in significant 
nndi f i cat i on vascular function by reduction of ET-1, 
i nf I anmnat or y markers and LDL cholesterol, wlii ch rray be 
cl i ni cal I y i rrport ant f or pat i ent s vm t h CSX. 
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Effect of t i ot ropi urn on sput um and ser um i nf I armHt or y narkers 
and exacerbations in OCPD. 

Chronic obstructive pulnnnary disease (OCPD) patients experiencing 
frequent exacerbations demsnstrate increased st abl e- st at e airway 
i nf I aniTHt i on. Tiotropium has been shown to reduce exacerbation 
frequency, but its effect on airway i nf I armBt i on is unknovwi. The ai m of the 
present study was to investigate the effect of tiotropium on sputum 
inflarTTTHtory markers and exacerbation frequency. Patients (n = 
1 42) wer e r andoni sed to r ecei ve t i ot r opi um or pi acebo i n addi 1 i on to t hei r 
usual rredi cat i on for 1 yr. Sput um and ser um cyt oki nes were assayed by ELI SA 
and exacerbation frequency calculated using a syrrpt om- based diary. There 
was no difference in the area under the curve for sput um i nt er I euki n ( 
IL)-6 or nyel operoxi dase between the groups, but sput um I L- 8 
level was increased in the t i ot r opi um ar m There was no difference between 
start and end of study in serum IL-6 or C- reactive 
protei n I evel . Ti ot ropi um was associ at ed wi t h a 52% reduct i on 
in exacerbation frequency (1.17 versus 2.46 exacer bat i ons. yr ( - 1 ) ) . Ct 
patients on t lot ropi urn 43% exper i enced at least one exacerbation, corrpared 
with 64% on placebo. The total nuntier of exacerbation days was reduced 
corrpared with placebo (17.3 versus 34.5 days). Tiotropium reduces 
exacerbation frequency in chronic obstructive pulrronary disease, but this 
effect does not appear to be due to a reduction in airway or syst erri c 
i nf I amrat i on. 
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The effect of testosterone replacerrent therapy on adi pocyt oki nes and 
C- reactive protein in hypogonadal rren with type 2 
di abet es. 

OBJECTIVE: Serum testosterone levels are knovai to inversely correlate 
wj t h insulin sensitivity and obesity in rren. FurthermDre, there is evidence 
to suggest that testosterone replacerrsnt therapy reduces insulin resistance 
and visceral adiposity in type 2 diabetic rrsn. Adi pocyt oki nes are hor manes 
secreted by adipose tissue and contribute to insulin resistance. W 
exarri ned the effects of testosterone replacerrent treatn^nt on various 
adi pocyt oki nes and C- reactive protein (CRP) in type 2 

diabetic n^n. DESIGN: Doubl e- bl i nded pi acebo- cont r oil ed cr ossover st udy i n 

20 hypogonadal type 2 diabetic n^n. Patients were treated with testosterone 

(sustanon 200 n^) or placebo i nt r amjscul ar I y every 2 weeks for 3 nxint hs in 

random order followed by a washout period of 1 rront h before the alternate 

treat rrent phase. IVETHCDS: Lept i n, adi ponect i n, resist in, t umjur necrosis 

fact or -alpha ( TNF- al pha) , interleukin ( I L) - 6 and CRP I evel s 

were n^asured before and after each treatrrent phase. Body mass index ( BM ) 

and waist ci r cuni er ence were also recorded. RESULTS: At baseline, I ept i n 

levels significantly correlated with BM and waist ci r cuni er ence. There was 

a significant inverse correlation between baseline IL-6 and 

total testosterone (r=-0. 68; P=0. 002) and bi oavai I abl e testosterone levels 

( r =- 0. 73; P=0. 007) . CRP I evel s al so cor r el at ed si gni f i cant I y wi t h t ot al 

testosterone levels (r=-0. 59; P=0. 01). Testosterone treatn^nt reduced 

I ept i n ( - 7141. 9 4-/ - 1461.8 pg/nl; P=0. 0001) and adi ponect i n I evel s (- 2075. 8 

+/ - 852. 3 ng/ nt ; P=0. 02) . Ther e was a si gni f i cant r educt i on in wai st 

ci r cuni er ence. ISb significant effects of t est ost er one t her apy on resist in, 

TNF- alpha, IL-6 or CRP levels were observed. OCNCLUSI CN: 

Test ost erone repi acenrent t reat n^nt decreases I ept i n and adi ponect i n I evel s 
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in type 2 diabetic men. IVbreover, I ow I evel s of testosterone in men are 
associated vu t li pr o- i nf I anrmt or y profile, t fiougfi t est ost erone t reat rrent 
over 3 rront hs had no effect on 1 nf I atiTiHt or y trarkers. 



School - based intervention acutely i nproves insulin sensitivity and 
decreases i nf I anmnat or y markers and body fatness in junior high 

school St udent s. 

OdSTTEXT: R sk factors for type 2 diabetes rrel I i t us {120^ include 
obesi t y, f ani I y hi st ory, dysl i pi deni a, a proi nf I anmrat ory st at e, i npai red 
insulin secretory capacity, and insulin resistance. CBJECTIVE: The ai m of 
t hi s st udy was t o exarri ne t he ef f ect s of a 3- t o 4- rront h school - based 
intervention consisting of health, nutrition, and exercise classes plus an 
aerobic exercise program on diabetes risk. DESI C3M: This study was a 
random' zed before/ after controlled trial. IVETUCDS: Sevent y- 1 hr ee 
eighth- grade students in a pr edorri nant I y Hispanic New York Qty public 
school wer e di vi ded i nt o a cont r ol gr oup ( st udi ed t vm ce mi hout r ecei vi ng 
the intervention) and an experin^ntal group (studied before and after the 
intervention). aJTOCIVE IVEASUFES: rreasured body fatness ( bi oel ect r i cal 

i npedance) , insulin sensitivity, bet a- eel I function (insulin release in 
response to an iv glucose load corrected for insulin sensitivity), lipid 
profiles, and circulating concentrations of I L- 6, C- 
reactive protein , adi ponect i n, and TNF- alpha. RESULTS: 
Participation in the intervention was associated with significant 
reductions in body fatness, insulin resistance, and circulating 
concentrations of C- reactive protein and I L- 6 

irrespective of sorrat ot ype on enrolln^nt. CCNCLUSI OM: Short-term 



The effects of short term (3 weeks) testosterone tr 
i nf I anTTBt or y rrarkers in men undergoing coronary ai 
st ent i ng. 

CBJECTIVE: I nf I amrat i on narkers can predict restenosis 
i nt r acor onar y stenting. There is evidence that testosteror 
expression of the i nf I arnrat or y cytokines. Wfe hypot hesi zed t 
therapy after coronary stenting can reduce the i nf I anrrat i on rrarkers. 
IVETHCDS: V* selected 41 rren with coronary artery disease who underwent 
successful stent i rrpi ant at i on for a >70% di an^t er stenosis of a rraj or 
coronary artery. Patients, who had stable angina and positive exercise test 
results, were recruited after diagnostic coronary angiography. Tvrenty-five 
n^n were treated wi t h 3 doses of i.m t est ost er one adni ni st r at i on once a 
week for 3 weeks following diagnostic angiography. S xt een patients were 
recruited as a control group and they received standard therapy. First 
venous blood sarrpi es were obtained after angiography. Stents were i npl ant ed 
3 weeks after diagnostic angiography. Second venous blood sanpl es were 
taken 24 h after the coronary stenting. RESULTS: Baseline bi ochenri cal or 
herrat ol ogi cal par arret ers were si ni I ar between the control and trealnrent 
groups. After coronary stenting, free testosterone, total testosterone, and 
sex horrrone binding globulin vrere significantly elevated in the 
testosterone group (P<0.0001, P<0. 0001 and P=0. 02; respectively). After 
coronary stent i rrpI ant at i on, there vras a significant increase i n I L- 
6 and CFP levels in the control group only ( P=0. 02 and P=0. 038) , 
while TNF- al pha levels were increased significantly in both groups (P=0. 016 
and P=0. 014; respectively). Statistical analysis revealed that testosterone 
treatn^nt prior to stent i rrpI ant at i on attenuated I L- 6 and 
hs-CRP levels significantly ( P=0. 042 and P=0. 043; respectively). 
CCNCLUSI CNS: The present study shows that 3 weeks testosterone treatn^nt 
prior to i nt r acor onar y stenting results in a significant suppression in 
hs- CRP and I L- 6 I evel s af t er t he st ent i npl ant at i on. 



I nterl euki n-6 -174 
and si nvast at i 

To evaluate whether the i nt er I euki n- 6 ( I L- 6 ) -174 Gl C 
polymarphism night alter the effects of rri croni zed fenofibrate or 
sinvastatin therapy on i nf I anmnat or y rrarkers, vre neasured 
IL-6, C- reactive protein , CD40 I i gand, 

adhesion mal ecul es, P- sel ect i n and manocyt e cherroat t r act ant protein-1 in 
hyper chol est erol eni c patients both before and after a 30- day t r eat n^nt . 
Serum IL-6 levels were significantly higher in patients with 
the QC or CC genotypes ( P=0. 04) . The presence of the C al I el e was 
associated with greater absolute reduction of IL-6 levels 
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( P=0. 04) following fenoflbrate treatment. There was no significant 

association between the -174 G C I L- 6 pol ynnr phi sm and the 

effects of sinvastatin treatn^nt. A relationship between the -174 C/ C 

I L- 6 polymarphism and the ant i - i nf I anmrat or y action of 

f enof i br at e r epor t ed rri ght be usef ul i n t he opt i ni zat i on of t he t r eat n^nt 

reglrren in patients receiving this class of drugs. 



i nfi Itrat 

Cbeslty is associated vu t h low-grade i nf I arrrmt I on, insulin resistance, 
type 2 diabetes, and cardiovascular disease. This study investigated the 
effect of a ^5-vk lifestyle intervention (hypocaloric diet and dai I y 
exercise) on I nf I arniHt or y trerkers i n pi asrra, adi pose t i ssue 
(AT), and skeletal nxisci e ( SIV) in 27 severely obese subjects ( n^an body 
n^ss index: 45.8 kg/ n2) . PI asn^ sanpl es, subcutaneous abdonri nal AT 
biopsies, and vastus lateralis SM bi opsi es were obtained before and after 
the intervention and analyzed by ELI SA and RT- PGR The intervention reduced 
body weight (P < 0.001) and increased insulin sensitivity ( honeost asi s 
msdel assessn^nt ; P < 0. 05) . PI asnna adi ponect i n ( P < 0. 001) increased, and 
C- reactive protein (P < 0.05), IL-6(P< 

0.01), IL-8 ( P < 0. 05) , and HDnocyt e cherroat t ract ant protein-1 (P<0. 01) 
decreased. AT i nf I amrat i on was reduced, deter nrined from an increased nfMA 
expression of adi ponect i n (P < 0.001) and a decreased expression of 
nmcrophage- speci f i c narkers (CD14, CD68) , I L- 6, IL-8, and t umor 
necrosis fact or -alpha (P < 0.01). After adjusting for macrophage 
i nf i I t r at i on in AT, onl y I L- 6 nflNA was deer eased ( P < 0. 05) . 
Chi y ver y I ow I evel s of i nf I arTTTHt or y rrar ker s wer e f ound i n SM 
The intervention had no effect on adi ponect i n receptor 1 and 2 rrflNA i n AT 
or SM Thus hypocaloric diet and increased physical activity i rrproved 
insulin sensitivity and reduced low-grade i nf I amrat i on. I\ferkers of 
i nf I amrat i on wsre particularly reduced in AT, v\^ereas SM does not 
cont r i but e to this at t enuat i on of whol e body i nf I amrat i on. 
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Endurance training reduces circulating i nf I arrtrat or y rrar ker s 
in persons at risk of coronary events: i npact on plaque stabilization? 
I nf I amrat or y pathways are involved in dest abi I i zat i on of atherosclerotic 
plaques. V* assessed the hypothesis that endurance training decreases 
circulating concentrations of inflamratory HBr ker S in persons 
with coronary artery disease (CAD) and cardiovascular risk factors ( CVRFs) . 
Thirty- two subjects with CAD and/ or CVRFs joined a 12-vreek supervised 
endurance training. Vfe found a significant decrease of the chemjki nes 
interleukin ( I L) ■ 8 (pre; 3. 9-1-/ -0.6, change: -1.2-^/-0. 4 pg/ n1 , -21% 
p=0. 002) and monocyte cherroat t ract ant protein-1 (pre: 213-1-/ -9. change: 
- 20. 4-1-/ - 8. 2 pg/rrl, -5% p=0. 03) . D abet es rrsl I i t us {W) significantly 
influenced changes of IL-8 ( p=0. 002) . IL-8 substantially dropped by 39% i n 
diabetics. IVbreover, rrat r i x rret al I opr ot ei nase- 9 ( MVP- 9) highly 
significantly decreased in response to training (pre: 750-i-/ - 98, change: 
-278-F/-77 ng/ rri , -18% p=0. 005) . Exer ci se- i nduced changes of MVP-9v«re 
influenced by concorri t ant use of statins ( p=0. 038) . V\fe observed a 
par t i cul ar I y st r ong MVP- 9 r educt i on of 44% in pat i ent s t r eat ed wi t h 
statins. Acute phase react ants I L- 6 (pre: ^. 7+1 -0.3, change: 
4-0. 254-/ - 0. 7 pg/ n1 , 4-4% p=0. 58) and high sensitivity C- reactive 

protein (pre: 2. 14-/ -0.5, change: -0.254-/ -0.4 rrg/ 1 , -9% p=0. 54) did 
not change in response to training. In conclusion, endurance training 
decreased circulating chemoki nes and MVP- 9, w*ii ch rray in part explain its 
beneficial effect on coronary risk. Patients vm t h DM or t reat ed vm t h 
statins because of hyperchol est erol erri a rray particularly take advantage. 
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Changes of pi asna inflamratory nnrkers after VMthdrawal of 
St at i n t her apy i n pat i ent s wi t h hyper I i pi derri a. 

BACKGFOJND: Atherosclerosis has been considered to be an inflamratory 
process. In addition to its I i pi d- 1 o\fler i ng properties, statin has been 
shown to decrease the concentrations of inflamratory rrar ker s 

resulting in reduction of cardiovascular events. Emerging data 
suggest that withdrawal of statin night be associated with increased 
cardiac events. The nechani sm for this phenomenon, however, is still 
unclear. investigated whether acute t er ni nat i on of statin treatment 

could result in rebound of inflamratory rrarkers, such as 
C- reactive protein ( CRP) and i nt er I euki n- 6 ( I L- 

6 ) , i n pat i ent s wi t h hyper I i pi deni a. IVETUCDS: Sevent een pat i ent s (11 

men and 6 wonren, nrean age 51 4-/ -7 years) with hyper I i pi deni a were given 40 
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rrg/ day of pravastatin for 6 weeks. The concentrations of plasma CRP and 
I L- 6 were evaluated before receiving the statin therapy, 
i nrredi at el y after 6 weeks of pravastatin therapy, and at days 1, 3 and 7 
after withdrawal of pravastatin therapy. The lipid profile was also 
evaluated at baseline, 6 weeks of therapy, and at day 7 after terninating 
pr avast at i n. RESULTS: Pr avast at i n t herapy i nduced si gni f i cant reduct i ons i n 
total cholesterol ( TC, 6. 88+/ -0.36 vs. 5. 27+/ -0.23 httdI / 1 , p<0. 01), 
low- density lipoprotein ( LDL) cholesterol (4. 28+/ -0.25 vs. 3. 06+/ -0.14 
rrmsl/l, p<0. 01), CFP (0.28+/ -0.1 6 vs. 0. 20+/ - 0. 08 mg/ 1 , p<0. 01), and 
IL-6 (8.4+/-0.6 vs. 6. 7+/-0. 4 pg/dl , p<0.01). Al t hough t he TC 
and LDL- chol est er ol did not change during the 7- day period after withdrawal 
of pravastatin therapy, the concentrations of CFP and IL-6 

increased at day 3 (CRP: 0. 20+/ - 0. 08 vs. 0.27+/ -0.12 trg/ 1 , and I L- 
6 : 6. 7+/ - 0. 4 vs. 7. 7+/ - 0. 6 pg/dl, p<0. 05 respectively) and at day 7 
(CRP: 0. 20+/- 0. 08 vs. 0. 30+/ - 0. 14 rg/ 1 , and I L- 6: 6. 7+/ -0.4 vs. 
8. 7+/ -0.8 pg/dl, p<0. 01 respectively) after VMthdrawal of pravastatin 
therapy. No correlation between increase of CRP as well as I L- 6 
and sn^l I changes of LDL- chol est erol concentrations was found after 
withdrawal of pravastatin therapy at day 7 (r=- 0.021 and r=- 0.044 
respectively, p>0. 05 respectively). CCNCLUSI OSB: 6 weeks after pravastatin 
therapy could significant nndi f y the lipid profile and decrease the 
i nf I anmnat or y markers including CRP and IL-6 in 

patients w/i t h hyper I i di derri a. Msreover, statin therapy discontinuation 
could induce a rebound phenonenon of i nf I armat or y response representing an 
increase in sorre 1 nf I armBt or y rmrkers, wlii ch i ' ' ' 

changes of lipid par arret ers. 
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The decrease in C- reactive protein concentration after 
diet and physical activity i nduced wei ght reduction is associated 
w/i t h changes in pi asn^ I i pi ds, but not i nt er I euki n- 6 or adi ponect i n. 

Subclinical i nf I anrrat i on is a risk factor for cardiovascular disease. The 
n^chani sms underlying increased levels of i nf I amrot or y rnrkers 
and their changes in response to weight loss are not fully understood yet. 
It has been proposed that elevated concentrations of C- r eact i ve 

protein (CRP) are n^di at ed by cytokines produced in adipose tissue. 
V6 i nvest i gat ed t he changes i n ci r cul at i ng CRP af t er vvei ght r educt i on 

in relation to paran^ters relevant t o t he n^t abol i c syndrome. Forty 25- 
to 35-year-old obese f erral e volunteers participated in an intervention 
program of dietary education and supervised physical activity for a period 
of 9 weeks. /\nt hr opol ogi cal pararreters and bi ocherri cal rreasur errent s 
( hi gh- sensi t i vi t y CRP [ hsCRP] , pi asrra I i popr ot ei ns, i nt er I euki n 6 [ I L 
-6 ], adi ponect i n) were analyzed before and after the intervention. 
Body rrass index decreased by rrore than 7% from 31. 5 +/ - 4.1 t o 29. 1 +/ - 
3.9. PI asrra free fatty acid ( FFA) concentrations decreased by 30% 
high- density lipoprotein cholesterol increased by 8% and fasting insulin 
concentrations decreased by 15% There were no significant changes in 
either I ow^- density lipoprotein cholesterol or t r i acyl gl ycer ol 
concentrations. Subcutaneous and visceral adipose tissue mass decreased by 
12% and 18% Hi gh- sensi t i vi t y CRP concentrations decreased by 30% however, 
n^an pi asrra IL-6 and adi ponect i n concentrations remained 
unchanged. In linear regression analysis, the changes in plasma hsCRP 
concent rat i ons were associ at ed wi t h basel i ne hsCRP concent rat i on, change i n 
t ri acyl gl ycerol s and FFA concentrations, and in waist ci r cuni er ence. The 
decrease in hsCRP concentration after weight reduction does not 
appear to be rredi at ed by decreases in circulating IL-6 or 
adi ponect i n concentrations; however, change in hsCRP concentration is 
related to changes in waist ci rcunl erence and lipid metabolisni reflected 
by pi asma tri acyl gl ycerol and FFA I evel s. 
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Effects of rosi gl i t azone on I i pi ds, adi poki nes, and i nf I amrat or y 
rrarkers in nondi abet i c patients with I ow hi gh- densi t y lipoprotein 
cholesterol and n^t abol i c syndron^. 

BACKGROUND: PPAR- ganrra agoni st s i rrprove i nsul i n sensi t i vi t y and gl yceni c 
control in type 2 diabetes and rray reduce atherosclerosis 
progression. Thus, PPAR- ganrrH agonists rray be an effective therapy for 
n^t abol i c syndron^. However, the full spectrum of potentially 
antiatherogenic n^chani sms of PPAR- garma agonists have not been fully 
tested in nondi abet i c patients with rret abol i c syndrome. K/ETHCDS /\ND 
RESULTS: V\fe perforn^d a prospective, doubl e- bl i nded, pi acebo- cont r ol I ed 
study of 60 nondi abet i c subjects with low high- density lipoprotein 
cholesterol ( HDL- C) level and n^t abol i c syndr orre 1 o r osi gl i t azone 8 mg 
daily or placebo for 12 weeks. found no significant effect of 

rosi gl i t azone on HDL- C (+5.5% versus +5. 8% P=0. 89) , and an i ncrease i n 
total cholesterol (+8% versus -1% P=0. 03) . Nevertheless, r osi gl i t azone 
significantly increased adi ponect i n (+168% versus +25% P<0. 001), and 
lowered resist in (-6% versus +4% P=0. 009) , C- reactive 
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protein (-32% versus +36% P=0. 002) , i nt er I euki n ( I L) - 6 

(-22% versus +4% P<0.001), and soluble t urror - necr osl s fact or -alpha 
receptor -2 (-5% versus +7% P<0. 001). OCNCLUSI OsS: These findings suggest 
that r osi gl i t azone, presun^bly through its PPAf^- ganrm agonist properties, 
has direct effects on I nf I atiiiHt or y rrarkers and adi poki nes in 
the absence of favorable lipid effects. These findings may help explain the 
rrechani sm underlying the possible ant i at herosci erot i c effects of 
rosi gl i t azone. 
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In vivo and in vitro effects of sinvastatin on i nf I atniHt or y 
rrarkers in pre-dialysis patients. 

BACKCPOJ^: The beneficial effects of statins in reducing cardiovascular 
event s have been at t r i but ed pr edoni nant I y t o t hei r I i pi d- 1 ower i ng ef f ect s, 
recent studies suggest that these effects night be due to their 
ant i - i nf I amrHt or y pr oper t i es . W her e i nvest i gat e the in vivo and in vitro 
effects of sinvastatin on cytokine production In pre-dialysis chronic renal 
failure patients. IVETHCDS: Qjr clinical study has been designed as a 
randonized doubl e- bl i nd placebo controlled study. A t ot al of 55 chronic 
kidney disease ( CKD) patients at stages 3 and 4 ( rtEan creatinine clearance 
45 nl/nin, range 15-60) were randorrly assigned to receive sinvastatin 40 
n^/day or placebo, added to their ongoing treatrtEnt, for 6 manths. a ood 
sanpl es were obtained at baseline, and after 3 and 6 rront hs of observation 
for the det erni nat i on of lipids, I nf I amrat or y rrarkers and renal 
function. For the in vitro studies, the effect of increasing doses of 
sinvastatin on cytokine production [ nan^l y i nt er I euki n ( I L) - 6 
and IL-8] in hurran cultured nnnocyt es from 10 healthy subjects ( HS) and 15 
CKD patients st i nxil at ed by I i popol ysacchar i de (LPS) was investigated. 
RESULTS: A significant reduction i n t ot al cholesterol f rom 221-h/ - 44 
nB/dl to 1844-/ -41 n^/ dl (3 mDnt hs) and to 186-1-/ -39 mg/ dl (6 months) 
( P<0. 02) and I ow- densi t y lipoprotein cholesterol f r om 1 39-h/ - 40 mg/ dl to 
104-I-/-29 n^/dl (3 msnt hs) and t o 100-H/-31 rrg/ dl (6 rront hs) (P<0.001) was 
observed in the 28 patients treated vm t h si rrvast at i n. In this group, 
C-reactive protein ( CRP) I evel s si gni f i cant I y decreased 

from 2.6 rrg/ \ [ i nt erquart i I e range ( I CR 4. 9) ] t o 2. 0 mg/ 1 ( I CP 1 . 9) (P = 
0.03) at 6 msnt hs ( P<0. 05) . A parallel reduction of I L- 6 

I evel s f rom 5. 1 pg/ rri ( I CR 3. 8) t o 3. 5 pg/ n1 ( I CR 3. 1 ) ( P = 0. 001 ) at 6 

msnt hs was also observed. No significant reduction in 

inflamratory markers [ CFF f rom 5. 1 m^/ 1 ( I CR 1 . 9) t o 5. 4 mg/ 1 

(ICR 1.3) (P = NS) at erronths] or pi asrm I i pi ds [ LDL- chol est erol from 

127-(-/-32 n^/dl to ^3^+/-2^ rrg/dl (6 nnnths)] vras obser ved i n t he 27 

patients of the placebo group. In the in vitro studies, the average value 

for eel I -associ ated I L- 6 and I L- 8 was hi gher i n CKD ( 1 55-1-/ - 95 

pg/ n1 manocyt es for I L- 6 and 7224-/ - 921 pg/ n1 rronocyt es for 

IL-8) vs HS (137+/ -87 pg/ n1 rronocyt es and 186+/ - 125 pg/ n1 monocytes) 

(P<0.01) and was not affected by si nvast at i n al one. LPS r esul t ed i n a 

significant increase in cytokine production ( I L- 6: 1954+/ -321 

pg/rri manocyt es for CKD and 1451+/ -237 pg/ irl mDnocyt es for HS: P<0. 001); 

t he si nxil t aneous addi t i on of i ncreasi ng doses of si nvast at i n to t hese 

cultures induced a dose- dependent i nhi bi t i on of I L- 6 and IL-8 

production in st i mjl at ed peripheral blood mononuclear cells in all groups. 

OCNCLUSI CIS6: These results indicate that sinvastatin in conmnoni y used doses 

has an i n vi t ro and in vi vo ant i - i nf I amrat ory ef f ect i n CKD pat i ent s, and 

rray play an inportant role in counteracting the mechanisms involved on the 

pat hogenesi s of cardi ovascul ar di sease. 
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CFP reduction following gastric bypass surgery is most pronounced 
i n i nsul i n- sensi t i ve subj ect s. 

CBJECTIVE: Cbesi t y is frequently associated with insulin resistance, 
dysl i pi deni a, hypertension and an increased risk of cardiovascular disease, 
reflected in elevated n^rkers of i nf I arrrtat i on, in particular C- 
reactlve protein (CRP). To what extent the insulin resistance 
or the obesity per se contributes to increased CRP levels is unclear. In 
marbidly obese patients, gastric bypass surgery causes marked changes in 
body weight and inproves n^t abol i srn thereby providing Informative material 
for studies on the regulation of inflamratory nBrkers. DESI (3M: 
Prospective, surgical intervention study of inflamratory 
rrarkers in nnrbidly obese subjects. SUBJECTS: I n t ot al , 66 obese 
subjects with n^an age 39 y and n^an body rrass index ( BM ) 45 kg/ were 
st udi ed pr i or to and 6 and 12 rvonX hs f ol I owi ng Roux- en- Y gast r i c bypass 
(RYGBP) surgery. IVEASUREIVEISTTS: Serum concent r at I ons of hi gh sensi t i vi t y 
CRP, serum anyl oi d A ( SAA) and i nt er I euki n- 6 ( I L- 6) , as wel I as 
markers of glucose and lipid n^t abol i sm RESULTS: Prior to surgery, CRP 
levels were elevated conpared to the reference range of healthy, 
nor rral - wei ght subjects. CRP correlated with insulin sensitivity, as 
reflected by the homeost at i c model assessment (1-0^^) index, but not BM , 
vrfien corrected for age and gender. Surgery reduced BM from 45 to 31 kg/ rrC 
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and I ower ed CFP, SAA and I L- 6 I evel s by 82, 57 and 50% 
respectively, at 12 nnnt hs. The reduction in CFP vras inversely 
related to HCIVA at baseline independently of the change in body weight 
(r=-0.36, P=0.005). At 12 nnnt hs, 140 and 40% r educt i ons in CFP mere seen 
in subjects with HdV^ < 4 (insulin sensitive) and l-ICMi\>9 (insulin 
resistant) despite si ni I ar reductions in BM . Reductions in SAA and 
I L- 6 tended to parallel the changes In CRP, but were less 
inforrrative. OCNCLUSI CN: In rrorbidly obese subjects, gastric bypass surgery 
lowers energy Intake, reduces I nf I ammt or y rmrkers and I rrproves 
Insulin sensitivity. Despite a rmrked reduction In body weight, only 
a snail effect on CRP levels was seen In i nsul i n- resi st ant patients. 
Indicating that flexibility of circulating CRP levels Is prlnarlly 
dependent upon Insulin sensitivity rather than energy supply. 
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The ef f ect of or I i st at - i nduced wei ght I oss on i nt er I euki n- 6 and C- 
reactive protein levels in obese subjects. 

OBJECTIVE: I nf I anrrat i on plays a n^j or role in the pathogenesis of 
atherosclerosis. Cbesi t y is an independent risk factor for cardiovascular 
disease, which nay be nedi at ed by increased secretion of pr oi nt I anrrat or y 
cytokines by adipose tissue. The ai m of this study is to investigate 
changes in the i nf I armHt or y markers i nt er I euki n- 6 ( I L- 
6) and hi gh- sensi t i vi t y C- reactive protein (hs-CRP) 
during weight reduction with or list at treatrrsnt in obese patients. 
IVETHCDS AND RESULTS: Thirty- six obese ( BM : 36.1 +/ - 3. 4 kg/ n«) and I I 
non- obese ( BM : 22. 9 +/ - 1.7 kg/ n2) subjects were studied. I L- 6 
and hs-CRP levels v\ere evaluated at baseline. In obese subjects after 
treatnent of or list at 120 ng three tines daily for 6 rrant hs, I L- 
6 and hs-CRP levels were repeated. Levels of circulating I L- 
6 (p < 0. 05) and hs-CRP (p < 0.01) were significantly higher i n t he 
obese group than i n t he non- obese group. Plasma I L- 6 ( r =0.29 
and p < 0.05) and CRP (r =0.35 and p < 0.05) concentrations correlated 
positively with the level of obesity assessed by BM at baseline. After 6 
msnt hs of or list at treatnent in obese subjects, the mean weight of the 
patients decreased by 6.8 kg, the BM by 3.2 kg/ rrC. Conpared with baseline, 
weight loss wos associated with significant reductions of I L- 6 

(p < 0.001) and hs- CRP ( p < 0. 001) levels. CCNCLUSI CN; I n sumrar y pi asma 
IL-6 and hs-CRP levels were increased in obese pat i ent s. 
Q I i st at - i nduced weight reduction was associated vu t h decreasing 
levels of both 1 L- 6 and hs-CRP in obese subjects. Because 
inflanrratory nsdiators rmy be directly involved in at herogenesi s, this 
would suggest that interventions to reduce IL-6 and CRP 
levels could be cardioprotective. 
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Effects of bezafibrate on lipoprotein subclasses and i nf I atTTTBt or y 
markers in patients with hyper t r i gl ycer i deni a- - a nuci ear ragnet i c 

BACKGROUND: ^ Hyper t r i gl ycer i deni a is often associated with elevated 
rennants, snail dense LDL and decreased HDL- chol est er ol ( C) . The objective 
of this st udy was t o i nvest i gat e the ef f i cacy of bezaf i br at e on I i popr ot ei n 
subtractions profile and i nf I anrrat i on narkers in patients with 
hypert r i gl ycer i deni a. IVETHODS: Twent y- f our hyper t r i gl ycer i deni c subjects 
took bezafibrate, 400 rpg daily, for 4 weeks. Lipoprotein subclasses were 
nBasured by nuclear rragnet i c resonance ( IMVR) spectroscopy. I nf I anrrat i on 
nar ker s i ncl udi ng C- r eact i ve pr ot ei n ( CRP) , i nt er I euki n- 6 
(IL-6 ) and ncnocyt e chenct act i c protein-1 (IVCP-I) were also 
deter mned. RESULTS: Bezafibrate lowered triglyceride ( TG) by 59% and 
increased HDL- C by 20% MVR analysis revealed that bezafibrate lowered 
large TGrich lipoproteins and I DL by 81% and 46%, respectively. Snail LDL 
was selectively decreased by 53% wi t h increase in large to i nt er nedi at e 
LDL, thus altering the LDL distribution towards the larger particles ( nean 
dianeter 1 9. 9 t o 20. 7 nm p = 0.0001). Snail (HDL1) and i nt er nedi at e ( HDL3) 
HDL significantly increased by 168% and 70% whereby resulting in a 
significant reduction of the nsan HDL particle size from 9.0 t o 8. 7 
nm ( p = 0.026). None of i nf I arrrrat i on rrakers showed significant change by 
bezafibrate. CONCLUSIONS: Bezaf i br at e ef f ect i vel y amel i or at es at her ogeni c 
dysl i pi derri a by reducing renmants and small LCL as well as by increasing 
HDL particles in hypert r i gl ycer i derri c subjects. 
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Effect of preexisting statin use on expression of C- reactive 
protein , adhesion molecules, i nt er I euki n- 6, and ant i oxi di zed 
I ow^ density lipoprotein antibody in patients with unstable angina 
undergoing coronary stenting. 
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BACKGFOJND: Statins are believed to reduce coronary heart disease 
by n^cliani sms i n addi t i on to t liei r we! I - known chol est erol 1 ower i ng ef f ect . 
HYPOTHESIS: V* studied the effect of statins on expression of C- 
reactive protein ( CFP) , i nt er I euki n- 6 ( I L- 6 ) , 

adhesion htdI ecul es, and ant i oxi di zed low- density lipoprotein antibody 
anti-oxLDL Ab) in pat i ent s wi t h unstable angina (Braunwald class I I b or 
Mb) undergoing coronary stenting. IVETIHCDG: Consecutive 50 patients vu t h 
unstable angina were included in the study. Vfe cl assi f i ed t he st udy 
subjects as patients using statins (Q-oup A, n=20, men 10, rrean age 62 
years) and patients not using statins (Q-oup B, n=30, men 15, mean age 60 
years). FESULTS: Baseline levels of i nf I arnrat or y trarkers were 
si ni I ar in the two groups. However, 24 h after coronary stenting, serum 
levels of CFP (2.00 vs. 4.63 rrq/ \ , p < 0. 05) , intercellular adhesion 
rTDlecule-1 (ICAIVH) (217 vs. 261 ng/ rrl , p<0.01), and ant i - oxLDL Ab ( 8. 97 
vs. 12. 96 U rrt , p < 0. 05) were si gni f i cant I y hi gher i n Q-oup B t han i n 
Qoup A. Furt herrrore, 72 h after coronary stenting, serum levels of CRP 
(3.00 vs. 5.50 rrg/l, p < 0. 01) and I CAMI ( 222 vs. 277 ng/ rrl , p < 0. 05) 
were significantly higher in Qoup B than in Qoup A. OCNCLUSI OSB: 
Preexisting statin therapy plays a role in reducing the serum levels of 
C^, \CM^^, and anti-oxLDL Ab after coronary stenting in patients with 
unstable angina. These data support an ant i - i nf I arnmt or y or 
pi aque- st abi I i zi ng ef f ect of st at i n t herapy. 
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a ycoxi dat i on and i nf I anrrat or y rrarkers in patients on 
treatrrenf wfl t h PMVA- based pr ot ei n- 1 eaki ng di al yzers. 

BACKGFOJND: Hi gh- mal ecul ar - wei ght sol ut es such as gl ycat i on and oxi dat i on 
protein products are putative pr oi nf I anrrat or y msdiators found in the urerric 
blood. The el i ni nat i on of these and other large solutes by prot ei n- 1 eaki ng 
dial yzers ( PLD) night help to correct the inflamratory status of 
maintenance hemsdi al ysi s ( HD) patients. IVETUCDS: Two rmt ched groups of 13 
standard 3 tin^s/week HD pat i ent s were treated for 6 rront hs wj t h PIVMi\- based 
PLD and non- pr ot ei n- 1 eaki ng dial yzers ( NPLD) , respectively. At baseline, 1, 
3, and 6 mant hs, we Measured the blood levels of the i nf I anrnat or y cytokines 
IL-lbeta, TNF- al pha, I L- 6, the acut e- phase pr ot ei n C- 
reactive protein (CRP), the adhesion mal ecul es I C/W^ 1 , VCAIVH , 
and sel ect i ne- E, the cherrot axi s factors WCP- 1 , and the gl ycat i on and 
oxidation protein end products pent osi dine, protein carbonyls, and ACPP. 
RESULTS: In all the patients at baseline, pre- HD levels of gl ycat i on and 
oxidation protein nsrkers, and i nf I arrmat or y pararreters were significantly 
higher than in healthy control subjects ( P < 0. 01 or greater). After 6 
msnths, i n t he group on treatrrent with PLD, but not in that on NPLD, there 
was a significant deer ease ( P < 0. 05 or greater) of pr e- HD val ues of total 
pent osi dine ( rrai nl y represented by pent osi di ne in ser urn al buni n: -43°/^, 
protein carbonyls (-42°/^, ACPP (-38°/^, and the i nf I anmat or y cytokines 
I L- 1 bet a ( - 49% , I L- 6 ( - 39% , and TNF- al pha ( - 20% , whi I e I L- 1 0 
and I NF- ganrra increased by 67% and 37% respectively. Pr oi nf I anmat or y 
cytokines, and particularly I L- 6, showed a positive correlation 
w/i t h the levels of circulating pent osi di ne. Protidenia was not 
significantly nndi f i ed at the end of the study in both the groups. 
OCNCLUSI CN: The results in this pilot study show t hat the removal of large 
solutes by PLD can i rrprove some indices of chronic i nf I arnmt i on in HD 
patients. Further studies are required to deter nine the relevance of the 
individual solutes rerroved wj t h PLD as pr oi nf I amrat or y rrediators i n t he 
ureni c envi ronrrent . 
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Vfei ght reduction , but not a rroder at e i nt ake of f i sh oi I , lowers 
concentrations of i nf I arnrat or y markers and PAI - 1 antigen in 
obese nen during the fasting and postprandial state. 

BACKGROUND: In obese subjects, chronic low-grade i nf I anniat i on contributes 
to an increased risk of n^t abol i c abnor rral i t i es, which are reversed by 
weight loss. Sustained weight loss, however, is difficult to achieve and 
more insight into dietary approaches on ant i - i nf 1 anmat or y responses in 
obese subjects is needed. In this respect, fish oil deserves attention. 
IVATERAL AND IVETHCDS: Eleven obese nen ( BM : 30-35 kg nt - 2) ) received daily 
fish oil ( 1 . 35 g n- 3 f at t y acids) or placebo capsules in random order for 6 
weeks. Eight subjects continued wi t h a weight reduction study that 
lasted 8 weeks. IVban weight loss was 9.4 kg. At the end of each 
experinental period a postprandial study was perforrBd. RESULTS: Relative 
to fasting concentrations, i nt er I euki n- 6 ( I L- 6 ) levels 
increased by 75% 2 h and by 11 8% 4 h after the rsal (P < 0.001), when 
subjects consuned the control capsules. In contrast, C- reactive 

protein ( C- RP) concentrations decreased slightly by 0. 7% and 6. 6% ( P 
= 0.046), and those of pi asni nogen activator inhibitor-1 (PAI-1) antigen 
by, respectively, 26% and 53% ( P < 0. 001 ) . Tumour necrosis factor-alpha 
(TNF- alpha; P = 0.330) and soluble TNF- receptor concentrations ( sTNF- R55 
and sTNF- R75; P = 0.451 and P = 0.108, respectively) did not change. 
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Changes relative to fasting concentrations were not significantly affected 
by either fish oi I or weight reduction. Absolute I L- 6, 

C- FP, sTNF- F55, sTNF- R75, and PAI - 1 antigen concentrations, however, were 
consistently lower after weight reduction, but not after fish oil 
consunption. OCNCLUSI CN; For slightly obese subjects a moderate intake of 
fish oil does not have the san^ favourable effects on markers for a 
low-grade 1 nf I arrrrBt or y state as weight reduction. 
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Effect of liposuction on insulin res! s 
nf I armnat or y rrarkers in obese vwamen. 
Liposuction is one of the mre corrmsn elective sure 
■ ' ' 'o be on the increase. There I 



markers i n obese 
rrass i ndex ( BM ) 
won^n were studied. 
Hon^ost asi s IVbdel 
i nsul in di vi ded 
adi pocyt ok 



he present st udy \ 

in i nsul in resi st 



nvest i gat e the role of large- vol un^ 
esisiance and circulating inflamratory 

Thirty healthy pr en^nopausal obese (body 
o 45) and 30 age- n^t ched normal weight ( BM <25) 
obese wion^n, insulin sensitivity, as nreasured by the 
IVbdel /\ssessn^nt ( HCI\A=f ast i ng pi asrm glucose x fasting serum 
vi ded by 25), as well as serum adiponectin, the novel 
le with insulin sensitising properties, were significantly 
lower, as conpared w/i t h nonobese worren (p<0. 01), indicating insulin 
resistance; on the contrary, ser um concent r at i ons of the pr oi nf I amrat or y 
cytokines I L- 6 , IL-18 and TNF- al pha, as well as the sensitive 
Marker of i nf I anrrat i on C- reactive protein , were 

significantly higher (p<0. 01). /Ml obese won^n were subrri 1 1 ed to a single 
large vol un^ liposuction (super wet technique); the rrean aspirate vol urre was 
3540 n] (range 2550-4670), corresponding t o a net I i pi d I oss of 2. 7-)-/-0. 7 
kg ( n^an-i-/ - SD) . After six rront hs of stable body weight after liposuction, 
won^n were less insulin resistant ( p<0. 05) , had reduced concentrations of 
IL-6 , IL-18, TNF- alpha and CRP ( p<0. 05- 0. 02) , and i ncr eased 
serum levels of adiponectin ( p<0. 02) and HDL- chol est erol ( p<0. 05) . There 
was a significant correlation between the annunl of fat aspirate and 
changes in HOVA (r=0. 28, p<0. 05) . TNF- al pha (r=0.31, p<0. 02) , and 
adiponectin (r=-0. 34, p<0. 02) , as well as bet \Aeen the decrease in TNF- al pha 
and the increase in adiponectin after the surgical procedure (r=-0. 45, 
p<0. 01). CUr study demanst rates that liposuction is safe and free of 
Metabolic sequelae in obese women, pending a careful screening of the 
pat i ent . M)r eover , i t i s associ at ed vu t h arrel i or at i on of i nsul i n r esi st ance 
and reduced circulating rmrkers of vascular i nf I arrrmt i on v\lii ch rmy help 
obese subjects to reduce their cardiovascular risk. 
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Periodontitis and syst erri c i nf I amrat i on: control of the local infection 
is associated wfl t h a reduction in serum inf I amrat cry 
markers. 

Severe periodontitis is associated wfl t h elevated inflamratory 
markers in otherwise healthy populations. However, the nature of this 
association has not been deter nined. CUr ai m was to assess w/het her the 
degree of response to periodontal therapy was associated wfl t h changes in 
serological n^rkers of syst eni c i nf I anrrat i on. N net y- four syst eni cal I y 
healthy subjects wfl t h severe generalized periodontitis participated in a 
prospective si x- mant h blind i nt er vent i on t r i al . Periodontal parameters and 
inflamratory rrarkers [C- reactive Protein 

(CFP) and I nt er I euki n- 6 (IL-6)] were evaluated prior to and 2 
and 6 mas after delivery of standard non- surgical periodontal therapy. Six 
mant hs after treatn^nt, significant reductions in serum IL-6 (p 
< 0.001, n^di an decrease 0.2 ng/ L, 95% CI 0.1-0. 4 ng/L) and CFP ( p < 
0.0001, n^di an decrease 0.5 rrg/ L, 95% CI 0.4-0.7) were observed. Decreases 
in i nf I anmnat or y rrarkers were significant in subjects with above 
average clinical response to periodontal therapy after correction for 
possible confounders. Periodontitis rmy add t o t he syst erri c i nf I amrat or y 
burden of affected individuals. 
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Effect of ei cosapent aenoi c acid and docosahexaenoi c acid on oxidative 
stress and i nf I anmnat or y rrarkers i n t reat ed- hypert ensi ve t ype 2 
di abet i c subj ect s. 

n-3 fatty acids reduce the risk of cardiovascular disease vi a a 
nurrber of possible n^chani sms. Despite this, there has been concern that 
these fatty acids n^y increase lipid peroxidation. The data in vivo are 
i nconci usi ve, due i n part to I i ni t at i ons i n t he met hodol ogi es. In t hi s 
regard, the measurement of F2- i sopr ost anes provides a reliable assessment 
of in vivo lipid peroxidation and oxidant stress. This study ai red t o 
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assess the effects of suppi emsnt at i on with purified ei cosapent aenoi c acid 
(EPA) or docosahexaenoi c acid ( DHA) , the two rraj or n- 3 fatty acids, on 
urinary F2- i sopr ost anes and n^rkers of i nf I anrrat i on, in type 2 diabetic 
pat i ent s. I n a doubl e- bl i nd, pi acebo cont rol I ed t ri al of para! I el desi gn, 
59 nonsniDki ng, t r eat ed- hypert ensi ve, type 2 diabetic subjects, were 
randorrized to 4 g dai I y of pur i f i ed EPA, DHA, or ol i ve oi I for 6 weeks, 
v\lii I e rmi nt ai ni ng their usual diet. F2- 1 sopr ost anes, measured using gas 
chrorrat ography- mass spect rorret ry i n 24 h urines and C- reactive 
protein ( CRP) , i nt er I euki n- 6 ( I L- 6) and t umor necrosis 

fact or -alpha ( TNF- al pha) , mere measured before and after intervention. 
Thirty- nine n^n and 12 vronen aged 61.2 +1 - 1.2 years, wth body mass index 
(BM), 29. 5 4-/- 0.5 kg/n^; 24 h blood pressure, 138/ 73 rmHg: HbAlc, 7.3 +1 - 
0.1% and fasting glucose, 7.^+1- 0.2 nrrol / 1 conrpl et ed t he intervention. 
Baseline urinary F2- i sopr ost anes were positively associated with HbAlc 
(p=. Oil) and fasting glucose ( p=. 032) . Ftel at i ve to the olive oil group, 
post i nt er vent i on urinary F2- i sopr ost anes were decreased 19% by EPA (p=. 017) 
and 20% by DHA (p=. 014). There were no significant changes in CRP, IL 
■ 6, and TNF- al pha f ol I owi ng EPA or DHA suppi errent at i on. I n r egr essi on 
analysis. Delta F2- i sopr ost anes were positively associated with Delta hbAlc 
( p=. 007) independent of treatn^nt group: and with Delta TNF- al pha ( p=. 034) 
independent of age, gender, BM , and treatn^nt group. There \Aere no 
associations with Delta CFiP or Del t a I L- 6. Thi s st udy i s t he 
first report denDnst r at i ng that either EPA or DHA reduce in vivo 
oxidant stress without changing markers of i nf I anrrat i on, in treated 
hypertensive, type 2 diabetic subjects. 
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Hi gh- dose at or vas 
markers in pat i ent s 
St udy. 

BACKGROUND: I nf I anrrat i on pronrotes acute coronary syndrones and ensuing 
clinical conpl i cat i ons. Although statins reduce i nf I atTTTHt or y 
mar ker s i n asynpt onat i c adul t s or in pat i ent s wi t h st abl e angi na, t he 
effect of statins on the nar kedl y heightened i nf I anrrat i on in patients vm 1 h 
acute coronary syndrorres is unknown. IVETHCDS /^D RESULTS: V* measured 
C- reactive protein (CRP), serum anyl oi d A ( SAA) , and 
interleukin 6 ( I L- 6) i n 2402 subjects enrolled the myocardial 
I scheni a Reduction with Aggressive Cholesterol Lov\er i ng ( M RACL) 
study. Subjects with unstable angina or non- O wave nyocardial infarction 
were randoni zed to at or vast at in 80 rrql d or placebo within 24 to 96 hours of 
hospital admission and treated for 16 vreeks. The effect of treatrrent on 
i nf I armnat or y n^rkers vras assessed by ANCO/A after adj ust nent 
for presenting syndroriB, country, and initial level of marker. /Ml 3 
rrarkers vrere rrar kedl y elevated at random zat ion and declined over the 16 
vreeks in both treatrrsnt groups. Conpared with placebo. at or vast at in 
significantly reduced CRP, - 83% ( 95% CI , -84% -81% ver sus - 74% ( 95% CI , 
-75% -71% (P<0. 0001) and SAA, -80% ( 95% Q , -82% -78% versus -77% 
(-79% -75°/9 (P=0. 0006) but not I L- 6, - 55% ( 95% Q , -57% -53°/^ 
versus -53% (95% CI, -55% -51°/^ ( P=0. 3) . Reductions in CRP and SAA were 
observed in patients with unstable angina and non- Q- rave nyocardial 
infarction, with initial LDL cholesterol <3. 2 or > or =3. 2 nrrrol / L ( 1 25 
ng/dL), age > or =65 or <65 years, and in men and wonren. By 16 weeks, CRP 
was 34% lower with at or vast at in than with placebo. OCNCLUSI OSB: Hi gh- dose 
at or vast at i n pot ent i at ed t he decl i ne in i nf I anrrat ion in pat i ent s vm t h acut e 
coronary syndrorres. This supports the value of early statin therapy in 
t hese pat i ent s. 



Effect of weight loss and lifestyle changes on vascular 
i nf I anmnat ory markers i n obese vronen: a randorri zed t ri al . 

CaSTTEXT: Cbesi t y is an independent risk factor for cardiovascular 
disease, which nay be nedi at ed by increased secretion of pr oi nf I anrrat or y 
cytokines by adipose tissue. CBJECTI VE: To determine the effect of a 
program of changes in lifestyle designed to obtain a sustained 
reduction of body weight on narkers of syst eni c vascular i nf I anrrat i on 
and insulin resistance. DESI GN AND SETTI NG Random zed si ngl e- bl i nd t r i al 
conducted from February 1999 to February 2002 at a university hospital in 
Italy. PATIENTS: Che hundred t vrent y pr ensnopausal obese women (body nass 
index > or =30) aged 20 t o 46 years without diabetes, hypertension, or 
hyper I i pi deni a. INTERVENTIONS: The 60 vronsn randorri y assigned t o t he 
intervention group received detailed advice about how to achieve a 
reduction of weight of 10% or mare through a low- energy 
IVbdi t er r anean- st yl e diet and increased physical activity. The control group 
(n = 60) was given general i nf or nat i on about healthy food choices and 
exerci se. MM N OUTCdVE IVEASURES: Li pi d and gl ucose i nt ake; bl ood pressure: 
honeost at i c ncdel assessment of insulin sensitivity; and circulating levels 
of interleukin 6 ( I L- 6) , interleukin 18 (IL-18), C- 
reactive protein (CRP), and adi ponect i n. RESULTS: /Vfter 2 
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years, vrorren i n t he intervention group consurred rrore foods rich in conpl ex 
carbohydrates (9% corrected difference; P<. 001), rronounsat ur at ed fat (2% P 
=.009), and fiber (7 g/d; P<. 001); had a lower ratio of on^ga- 6 to on^ga- 3 
fatty acids (-5; P<.001); and had lower energy (-310 kcal/d; P<.001), 
saturated fat (-3.5% P =. 007) , and chol est er ol i nt ake ( - 92 mg/ d; P<. 001) 
than controls. Body rass index decreased rrore in the intervention group 
than in controls (-4.2; P<. 001), as did serum concent rat i ons of I L- 
6 (-1.1 pg/rl; P =.009), I L- 18 ( - 57 pg/ nl; P =. 02) , andCRP(-1.6 
rrg/ L; P = 008), vJii I e adi ponect i n levels increased significantly (2.2 
nicrog/nL; P = 01). In nxiltivariate analyses, changes in free fatty acids 
( P =. 008) , I L- 6 ( P =. 02) , and adi ponect in ( P =. 007) I eve! s mer e 
i ndependent I y associ at ed wi t h changes i n i nsul i n sensi 1 i vi t y. CCNCLUSI CN: 
In this St udy , a nxil t i di sci pl i nar y pr ogr am ai rtEd t o r educe body 
weight in obese wonren through lifestyle changes was associated vm t h a 
reduction in nnarkers of vascular i nf I arrrmt i on and insulin resistance. 
? I ogout 
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